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AB Non-steroidal N-aryl -N-arylmethyl amido and ureido compds . such as I [El 
(Cl-C8)alkyl, cyclohexyl, 2-furyl, 3-furyl, 2-thienyl, 3-thienyl, Ph, 
NH(C1-C8)alkyl; Ll, L2 = H; dashed bond = single bond or double bond; XI 
CO, CH2; Yl - H, NHZl, NH(Z2)Z3, 0Z4 ; Al = aryl , heterocyclyl etc.; Zl = 
H, Ph, alkyl, benzyl, benzoyl; Z2 , Z3 = alkyl; Z2Z3 = cycloalkyl; Z4 = H, 
oxygen protecting group] , were prepared for their 

therapeutic use as farnesoid X receptor (FXR) agonists. Thus, biaryl 
compound II, prepared via solid phase synthesis starting from 
N- (tert-butoxycarbonyl ) -3 -aminocinnamic acid, Merrifield Resin, 
4 -bromobenz aldehyde, cyclohexanoyl chloride, and 3,4- 
dif luorobenzeneboronic acid, showed FXR activity (EC50 = 72 nM) and 
relative efficacy = 1.70 at 1 mM to 100 mM CDCA from a cell-based assay. 
The FXR agonists are useful as therapeutic agents for the treatment of 
diseases linked to cholesterol, bile acids, and their metabolism and 
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AB - The invention relates to novel dipeptides I [Rl = NHRIO or alkylNHRlO, 
where RIO = H, alkyl, alkyl (OH) , alkyl idenyl (OH) Rll or an amino- 
protecting group and Rll = alkyl, alkenyl, 

alkyl jO) alkyl, carbalkoxy, aryl , alkylaryl ; R2 , R5 , R8 = H, alkyl, aryl , , 
alkylaryl; R3 = (un) substituted aryl , alkylaryl, alkyl (0) alkylaryl , 
cycloalkyl, alkylcycloalkyl , indolyl , indolinyl, alkylindolyl ; R4 = H, 
alkyl, aryl, alkylaryl, alkenyl ; W = CH2C6H4 or (CH2)m (m = 1-4); R6, R7 = 
H, alkyl, alkenyl or R6R7C is carbocyclyl ; R9 - H, alkyl, alkenyl, 
alkynyl , cycloalkyl, cycloalkenyl , cyano, (un) substituted aryl, etc.; Q = 
S02 or CO] or pharmaceutical ly acceptable salts, which are useful in the 
modulation of endogenous growth hormone levels in a mammal. . Novel 
intermediates, processes employed in the syntheses, and methods of 
treating a mammal are included. Thus, amide (R) ^2 - (2 -amino-2 - 
methylpropionylamino) -3 -phenylmethoxypropionic acid, N-[3-(4- 
chlorophenoxy) -2 , 2 -dioxo-1 -methyl -2-thia-l-azaspiro [4 . 5] dec-3.-ene-4 - 
ylmethyl] -N-ethylamide trif luoroacetate was prepared via acylation of 
3- (4-chlorophenoxy) -4- (ethylaminomethyl ) - 1 -methyl -2-thia-l- 
azaspiro [4 . 5] dec-3-ene 2,2-dioxide (preparation given) with Boc-protected acid. 
Compds. I showed activity in the pituitary cell culture assay for growth 
hormone secretion. 
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The Pd-catalyzed intramol . a-arylation of a-amino acid esters 
is described. Starting from readily available amino acids, the synthesis 
of a variety of isoindolines and tetrahydroisoquinol ine carboxylic acid 
esters has been accomplished. Addnl , , fused tricyclic systems can be 
efficiently prepared from cyclic amino acid esters. Reaction conditions 
have been found that allow the use of tert-Bu ester and 
N- (benzyloxycarbonyl) protecting groups. 
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AB One aspect of the present invention relates to the preparation of optionally 
substituted halogenated benzyl halides Z-Ar-CH2X, wherein X represents CI, 
Br, I, OTf, OTs, ONf, OMs ; Z represents CI, Br, or I; and Ar represents an 
optionally substituted monocyclic or polycyclic aryl or heteroaryl group, 
wherein CHX and Z are bonded to the same aromatic ring of Ar and the like. 
These compds. are useful as halogenated benzyl ether-based 
protecting groups for a variety of functional groups.. 
Another aspect of the present invention relates to use of said 
protecting groups in an orthogonal protecting 

group strategy for the synthesis of complex mols. that comprise a 
number of suitable functional groups. Another aspect of the present 
invention relates to saccharides bearing various arrays of 
protecting groups of the present invent ipn. Another 

aspect of the present invention relates to a method of synthesizing an 
oligosaccharide or glycoconjugate, comprising the steps of: using a 
saccharide bearing at least one protecting group of 

the present invention to glycosylate a second mol . to give a product 
comprising said saccharide; and removing a protecting 
group of the present invention from said product. Thus, Me 
2-0-pivaloyl-3 , 4 , 6-tri-O-benzyl-P-D-glucopyranoside- (1-6) -3 , 4 -di-O-benzyl - 

1- D-glucopyranoside was prepared using Me 2-0-pivaloyl -3 , 4 , 6-tri-O-benzyl- 
P-D-glucopyranoside- (1-6) -3 , 4 -di-O-benzyl-2-0- (4 -chlorobenzyl ) -13-D- 
glucopyranoside, N-methylaniline, Pd(OAc) , (o-biphenyl) P(t-Bu) , for 16 h 

at room temperature (89%) , Cleavage of the aminated intermediate with SnC14 
(0.13 mL 1.0 M in heptane, 0.13 mmol) using general procedure D gave 0.112 
g (99%) - 

IT 611-17-6, 2-Chlorobenzylbromide 3433-80-5, 

2 - Bromobenzylbromide 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 
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A new concept for the protection of hydroxyl groups was reported. 
Halobenzyl ethers of comparable chemical inertness to unsubstituted benzyl 
ethers were efficiently differentiated in an iterative deprotection scheme 
by palladium-catalyzed amination followed by treatment with a Lewis acid 
or protic acid, A suitable halobenzyl ether, for example, 
6-0- [ (4 -bromophenyl ) methyl] -1,2:3, 4-bis-O- ( 1-methylethylidene) -a-D- 
galactopyranose, was prepared and treated with benzyl amine to give 
6-0- [4- [ [ (phenylmethyl) ammo] phenyl] methyl] -1 , 2 : 3 , 4-bis-O- (1- 
methyl ethyl idene) -a-D-galactopyranose . 
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AB The disclosed invention relates to novel 3 ' -N-0, 9-0-oxime protected, 
6-0-alkyl erythromycin derivs . I (Rl, R2 = independently H, hydroxy 
protecting group, R3 - lower alkyl, Y = oxime, N0R4, R4 
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= alkenyl , alkylaryl, arylalkyl) , a process of preparing the same. The 
invention also relates to a process of preparing 6-0-alkyl erythromycin A by 
eliminating the 3 ' -N-oxide group and 9-0-oxime protecting 
groups and optionally deprotecting the hydroxy groups at the 2'- 
and 4 -positions under suitable reaction conditions. Thus, 
6-0-methylerythromycin A 9 -0- (2 -chlorobenzyl ) oxime was prepared via 
methylation of erythromycin A 9-0- (2 -chlorobenzyl ) oxime N-oxide with Mel 
followed by W4-Raney Ni-catalyzed reduction of the oxime. 
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AB Clarithromycin was prepared via regioselect ive methylation of erythromycin A 
oximes. A preferred protecting group for the 

2 '-position is acetyl. 2 ' -protected, 9-ether-oxime erythromycin A derivs. 
are also provided. Also disclosed is a method for inhibiting quaternary 
salt formation at the 3* amine without the need for 3 ' -N- 
protecting groups • 
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IT 611-19-8/ 2~Chlorobenzyl chloride 

RL: RCT (Reactant) ; RACT (React ant or reagent) 

(preparation of clarithromycin via 6-0-methylation of erythromycin A oximes) 
RN 611-19-8 CAPLUS 

CN Benzene, l-chloro-2- (chloromethyl ) - (9CI) (CA INDEX NAME) 




CH2CI 
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PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 

LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1996:410401 CAPLUS 
125:86486 

(2R,4R) -4-Aminopyrrolidine-2, 4-dicarboxylic acid 
derivatives as metabotropic glutamate receptor 
antagonists 

Monn, James Allen; Tizzano, Joseph Patrick; Valli, 
Matthew J. 
Eli Lilly and Co. 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 
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USA 
97 pp. 



PATENT NO. 
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DATE 



APPLICATION NO. 
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CA, 


CH, CN, 
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AB The present invention provides pyrrolidinyl dicarboxylic acid derivs. I 
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wherein: Rl and R2 are each individually H or a carboxy protecting 
group; R4 is H or an amino protecting group; 

R3 = e.g., Cl-16 alkyl, C3-8 cycloalkyl; C3-8 cycloalkenyl , aryl , that 
affect certain excitatory amino acid receptors (no data) , and are useful 

in the treatment of neurol . disorders and psychiatric disorders. This 
invention further provides novel pyrrolidinyl di-carboxyl ic acid derivs . 
and pharmaceutical formulations employing these novel compds . Thus, 
cis-4-hydroxy-D-proline was esterified and N-benzylated to provide (2R,4R) 
Et l-benzyl-4-hydroxypyrrolidine-2-carboxylate; this was oxidized to the 
4-oxo derivative which was treated with KCN/ammonium carbonate to afford 
(2R,4R) di-Et 1 -benzyl -4 -aminopyrrol idine-2 , 4 -dicarboxylate ; the latter 
was N-protected and debenzylated to afford (2R,4R) di-Et 
4 - (BOC-amino) pyrrolidine-2 , 4 -dicarboxylate (II) as the scaffold 
intermediate. Reductive alkylation of II with pentanal afforded (2R,4R) 
di-Et 4 - (BOC-amino) -l-pentylpyrrolidine-2 , 4-dicarboxylate which was 
deprotected and hydrolyzed to (2R,4R) 4 -amino- l-pentylpyrrolidine-2 , 4 - 
dicarboxylic acid (I; Rl = R2 - R4 - H, R3 = pentyl) . 
IT 611-19-8, 2-Chlorobenzyl chloride 59473-45-9, 
2-Iodobenzyl chloride 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

( (2R, 4R) -4-aminopyrrolidine-2 , 4-dicarboxylic acid derivs. as 
metabotropic glutamate receptor antagonists) 
RN 611-19-8 . CAPLUS 

CN Benzene, l-chloro-2"- (chloromethyl) - (9CI) (CA INDEX NAME) 




CH2CI 



RN 59473-45-9 CAPLUS 

CN Benzene, 1- (chloromethyl) -2 -iodo- (9CI) (CA INDEX NAME) 



XH2CI 
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119:160681 

Chemical modification of erythromycins. IX. Selective 
methylation at the C-6 hydroxyl group of erythromycin 
A oxime derivatives and preparation of clarithromycin 
Watanabe, Yoshiaki; Morimoto, Shigeo; Adachi, Takashi; 
Kashimura, Masato; Asaka, Toshifumi 
Res. Cent., Taisho Pharm.. Co., Ltd. 
Japan 

Journal of Antibiotics (1993) 
CODEN: JANTAJ; ISSN: 0021-8820 
Journal 

English 

CASREACT 119:160681 
Although erythromycin A contains five hydroxyl groups, regioselective 
methylation at the C-6 hydroxyl group was achieved to the extent of 90% 
when a 9-0-substituted erythromycin A 9-oxime was employed as substrate. 
The methylation and its selectivity are dependent on an 0- 



AUTHOR(S) : 
CORPORATE SOURCE: 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 
AB 



46(4), 647-60 
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protecting group at the 9-oxime, solvent, base, and 

methylating reagent. In particular, the use of a polar aprotic solvent is 

indispensable for the methylation. Among the 9-oxime derivs . , 

2 • -0-3 ' -N-bis (benzyloxycarbonyl ) -N-demethylerythromycin A 

9- [0- (2 -chlorobenzyl ) oxime] was the most important intermediate for the 

synthesis of clarithromycin ( 6 -0-methyl erythromycin A) . 

IT 611-19-8, 2 -Chlorobenzyl chloride 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 
(reaction of, with erythromycin A derivative) 

RN 611-19-8 CAPLUS 

CN Benzene, l-chloro-2- (chloromethyl) - (9CI) (CA INDEX NAME) 




CH2CI 
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New applications of 1,5-hydrogen atom transfer 

reactions: self -oxidizing protecting 

groups 

Yu, Ho sung 
Pittsburgh, Pittsburgh, PA, 15260, 



SOURCE : 



Cur ran, Dennis P. 
Dep. Chem. , Univ. 
USA 

Synthesis (1992) , 



(1-2), 123-7 



ISSN: 0039-7881 



DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) 



AB 



IT 



RN 
CN 



Three new ale . 
o-bromobenzyl , 



CODEN: SYNTBF; 
Journal 
English 

CASREACT 116:213714 
protecting groups are introduced: 

o-bromo (methyl enedioxy) benzyl , and o-bromotrityl . Removal 
of these protecting groups under reductive conditions 

with tributyltin hydride is coupled with an oxidation of the substrate to 
produce directly an aldehyde or ketone. This oxidation occurs by 
1,5-hydrogen transfer, followed by p-f ragmentation . For example, 
treatment of Ph (CH2 ) 30CH2C6H4Br-2 with O.OOr'M Bu3SnH at 80° 

directly produces 3 -phenyl -1-propanal . An application to the selective 
oxidation of primary ales, in the presence of secondary ales, is also 
introduced. 

3433-80-5, 2-Bromobenzyl bromide 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(substitution reaction of, with benzenepropanol or tert- 

butylcyclohexanol ) 
3433-80-5 CAPLUS 

Benzene, l-bromo-2- (bromomethyl ) - (9CI) (CA INDEX NAME) 



^CH2Br 



Br 
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Preparation of substituted 

carboxytetrahydroisoquinolines and derivatives useful 
for treatment of cerebrovascular disorders or as 
anesthetics 

Johnson, Graham; Ma lone, Thomas Charles 

Warner-Lambert Co., USA 

Eur. Pat, Appl., 47 pp. 

CODEN: EPXXDW 

Patent 
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PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


• EP 421436 


A2 


19910410 


EP 1990-119077 


19901004 


EP 421436 


A3 


19920311 






R: AT, BE, CH, 


DE, DK, 


ES, FR, 


GB, GR, IT, LI, LU, 


NL, SE 


AU 9063680 


Al 


19910411 


AU 1990-63680 


19900928 


CA 2026680 


AA 


19910404 


CA 1990-2026680 


19901002 


NO 9004285 


A 


19910404 


NO 1990-4285 


19901002 


JP 03120254 


. A2 


•19910522 


JP 1990-263276 


19901002 


ZA 9007870 


A 


19920624 


ZA 1990-7870 


19901002 


PRIORITY APPLN. INFO.: 






US 1989-416684 


A 19891003 



OTHER SOURCE(S): MARPAT 115:92097 

GI For diagram(s) , see printed CA Issue. 

AB Title compds, I (Rl = H, protecting group; R2, R3 = H, 

alkyl, aryl, alkylaryl, R402C; R4 = H, alkyl, alkenyl, aryl, etc., with a 
proviso; R5 = H, HO when R3 is R402C and is H, alkyl, aryl, arylalkyl when 
R2 is R402C; R6 , R7 = H, HO alkoxy, alkyl, aryl, etc., with a proviso; A = 
H02C, H03S, H203PO, tetrazolyl, etc.; B = Ph, 5-6-membered heteroaryl) or 
a salt thereof, useful for treating cardiovascular disorders or as 
anesthetics (no data) , were prepared Me 2-bromo-N- 

(methoxycarbonyl)phenylalaninate (preparation given) in AcOH/H2S04 was treated 

with paraformaldehyde to give title compound II. 
IT 3433-80-5, 2 -Bromobenzyl bromide 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of, in preparation of quinolinecarboxylates) 
RN 3433-80-5 CAPLUS 

CN Benzene, l-bromo-2- (bromomethyl) - (9CI) (CA INDEX NAME) 



CH2Br 



Br 
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New side chain protecting groups 

for lysine and tyrosine suitable for solid-phase 

peptide synthesis 
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Tanning Res. Lab., Natl. Res. Cent., Cairo, Egypt 
Indian Journal of Chemistry, Section B: Organic 
Chemistry Including Medicinal Chemistry (1980), 
19B(1), 62-4 

CODEN: IJSBDB; ISSN: 0376-4699 
Journal 
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LANGUAGE: English 

AB BOC-Tyr (BzlBr-2) -OH (I; BOG = Me3C02C, BzlBr-2 = CH2C6H4Br-2) and BOC-Lys 
(ZC1-2)0H (II, ZCl-2 = C02CH2C6H4C1-2) were used in the solid-phase 
synthesis of H-Glu-Arg.(N02) -Gly-Phe-Phe-Tyr-Thr-Pro-Lys-Thr-OH, 
corresponding to the 21-30 sequence of human insulin p-chain. 
Tyrosine Cu complex was treated with BrCH2C6H4Br to give the Cu complex of 
H-Tyr (BzlBr-2) -OH, which was decomplexed with 2M HCl/HC02H.to give 
H-Tyr (BzlBr-2) -OH, which was treated with B0C-N3 to give I. Lysine Cu 
complex was treated with C1C02CH2C6H4C1-2 to give the Cu complex of 
H-Lys (ZCl-2) -OH, which was decomplexed and treated with B0C-N3 to give II. 

IT 3433-80-5 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with copper tyrosine complex) 

RN 3433-8 0-5 CAPLUS 

CN Benzene, l-bromo-2- (bromomethyl) - (9CI) (CA INDEX NAME) 
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(FILE 'HOME' ENTERED AT 12:32:25 ON 21 DEC 2004) 

FILE 'REGISTRY' ENTERED AT 12:32:36 ON 21 DEC 2004 

LI STRUCTURE UPLOADED 

L2 5 S LI 

L3 STRUCTURE UPLOADED 

L4 39 S L3 

L5 STRUCTURE UPLOADED 

L6 0 S L5 

L7 25 S L5 FULL 

FILE 'CAPLUS' ENTERED AT 12:37:56 ON 21 DEC 2004 
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L9 14222 S PROTECTING GROUP? 
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Gl CI, Br, I 
G2 0,a,Br, I 
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